The frontotemporal lobar degeneration (FTLD) spectrum is clinically characterized by behavioural symptoms, language impairment, and deficits of executive functions [1,2]. Over the last few years, a number of causative gene mutations have been identified in FTLD patients, and the GRN Thr272fs mutations have been identified as a major cause of FTLD [3]. Nonetheless, the molecular mechanisms that link together gene mutations, neurodegeneration and clinical features of FTLD still remain largely unclear. We have recently shown that, despite similar disease duration, FTLD patients carriers of GRN Thr272fs mutation exhibit a more severe pattern of brain abnormalities than those with sporadic FTLD [4]. One of missing elements in this complex picture is the potential role played by the white matter microstructure, which is already known to be altered in FTLD [5,6], and might represents the neuroanatomical substrate that links together GM loss and functional changes in broader networks. Aim of the current study was therefore to extend our previous investigation of FTLD patients (carriers and non carriers of GRN Thr272fs mutation) [4], and to assess using diffusion MRI the contribution of microscopic WM damage in accounting for the more severe clinical features observed as driven by GRN Thr272fs mutation.
